EGF receptor and Notch signaling are involved in a wide variety of developmental processes. A new study has revealed a serial linkage between them, via Ebi and Strawberry Notch, which is important in determining the cone cell fate in the Drosophila eye.
Introducing Ebi and Strawberry Notch
Mutant ebi embryos fail to retract their germ-band, resulting in a curled, 'tail-up' phenotype [7] . This mutant somewhat resembles a shrimp, the basis of its Japanese eponym. The ebi mutant phenotypes collectively resemble those of EGF receptor pathway mutants; indeed, ebi is required for multiple EGF receptordependent processes in the developing embryo. Ebi is an F box/WD40 repeat protein [7] , suggesting a role in the control of protein turnover. Proteins of this class recruit an SCF-type ubiquitin ligase (E3) complex via the F box, and recognize substrates via the WD40 repeats.
The strawberry notch (sno) mutant was identified over three decades ago, and named for its phenotypic resemblance to, and genetic interaction with, Notch [8] . Most Notch-mediated processes can be classified as either 'lateral inhibitory' or 'inductive' events. In the first type of event, Notch signaling prevents otherwise equipotent cells from all adopting the same fate, while in the second, Notch signaling between non-equivalent cells is used in an instructive manner to promote a particular cell fate or behavior. Interestingly, sno functions specifically in Notch-inductive processesincluding specification of the wing margin, cone cells in the eye, and the embryonic midline -and is not required for most lateral inhibitory processes [9, 10] . Sno is a novel, conserved nuclear protein [10] .
Linking EGF receptor and Notch pathways
Although Ebi was originally classified as a member of the EGF receptor pathway, and Sno as a member of the Notch pathway, more extensive analyses revealed reciprocal genetic interactions between sno and egfr, between ebi and the Notch pathway, and between ebi and sno themselves [6] . These observations suggested that Ebi and Sno might be involved in both signaling pathways. Tsuda et al. [6] show this to be the case during cone cell determination.
In the developing eye imaginal disc, EGF receptor and Notch signaling are both required for specification of cone cells, accessory cells whose fate requires an inductive signal from the neuronal R cells. This signal appears to be Delta. Sno and Ebi promote production of Delta, as expression of Delta or a Delta-lacZ reporter in R cells is lost, and cone cells do not differentiate, in eye discs mutant for either gene [6] Tsuda et al. [6] have revealed a novel mechanism for controlling Delta in photoreceptor cells: Notch-independent derepression of Delta expression. Here, Delta expression does not appear to rely upon a proneural bHLH protein and is not regulated by a feedback mechanism. Rather, a subset of the cells involved in Notch signaling specifically derepresses Delta, making signaling asymmetric from the start. It is worth noting that a similar, but distinct serial deployment of these pathways operates during embryonic dorso-ventral axis formation. In this setting, the homeobox gene mirror is activated by EGF receptor signaling. Mirror subsequently represses fringe, which encodes a negative regulator of the Notch receptor, thus imparting directionality of Notch signaling at a border [20] . A common feature of these and other settings of inductive Notch signaling, including determination of the embryonic mesectoderm and the dorsoventral boundary of the wing disc, is their dependence on an EGF receptor signal. We await further studies to determine how EGF receptor and Notch signaling are integrated in these other developmental settings.
